1. Introduction
===============

Extranodal NK/T-cell lymphoma nasal type (ENKL) is a rare subtype of non-Hodgkin lymphoma (NHL), accounts for approximately 2% to 10% of total lymphoma. In general, ENKL occurred mostly in adult males and the median age is 45.^\[[@R1]\]^ The incidence of lymphoma was highest among the Caucasians, but NK/T-cell lymphoma was more common in Asian and Latin American countries. Nasal cavity and upper aerodigestive tract are the most frequently affected organs, usually, accompany with Epstein-Barr virus (EBV) infection.^\[[@R2]\]^ Primary clinic presentations of ENKL include nasal obstruction,^\[[@R3]\]^ epistaxis, sore throat, destructive mass (in sinuses, nose, and palate), skin lesions,^\[[@R4]\]^ gastrointestinal tract, orbital diseases,^\[[@R5]\]^ and so on. Only a few cases with initial orbital manifestations were reported,^\[[@R7],[@R8]\]^ including dacryoadenitis,^\[[@R6]\]^ orbital cellulitis, myositis, and uveitis.

The uveitis masquerade syndromes (UMS) are a group of ocular diseases that may mimic chronic intraocular inflammation. UMS is usually caused by the intraocular invasion of tumor cells and often lead to misdiagnosis. In this paper, we would like to report a rare case of ENKL with masquerade syndrome presenting as bilateral uveitis.

2. Case presentation
====================

A 55-year-old woman was referred to an ophthalmologist for vision loss in the right eye for approximately 6 months, and blurred vision, redness, and pain in the left eye for 2 weeks. Her visual acuity was light perception (LP) in both eyes. The intraocular pressure (IOP) was 28mmHg in her right eye and 18mmHg in the left. Conjunctiva was mildly hyperemic in her left eye (Fig. [1](#F1){ref-type="fig"}). The cells and flare were present in the bilateral anterior chamber (AC). The vitreous was hazy; the retina was detached and hemorrhagic in both eyes (Fig. [2](#F2){ref-type="fig"}). According to these clinical manifestations, she was diagnosed as bilateral anterior uveitis, exudative retinal detachment, choroidal detachment, and secondary glaucoma. The patient was treated with systemic methylprednisolone and ganciclovir. Unfortunately, no improvement happened and the patient complained about the sore throat, fever, and headaches. The chest X-ray, skull MR, and B-type ultrasonic of abdomen showed no positive finding (Fig. [3](#F3){ref-type="fig"}).

![Clinical photographs of the patient\'s bilateral anterior segment in the beginning. Her left eye has mild conjunctival injection.](medi-98-e14836-g001){#F1}

![The fundus of this patient. She had retinal detachment and hemorrhage.](medi-98-e14836-g002){#F2}

![Skull CT and MRI show nothing. CT = computed tomography, MRI = magnetic resonance imaging.](medi-98-e14836-g003){#F3}

After 1 week\'s treatment, the eye pain got even worse (Fig. [4](#F4){ref-type="fig"}). Periorbital ecchymosis occurred with conjunctival chemosis, more severe in the right. Despite symptomatic steroid was applied, symptoms still progressed.

![Clinical photographs of the patient on presentation after one week. Top panel, this is the appearance of the patient\'s orbital. The periorbital ecchymosis occurred in her eyes, especially in the right. Bottom left, her left eye had chemosis and injection. Bottom right, her right eye had severe conjunctival chemosis and congestion.](medi-98-e14836-g004){#F4}

Later the patient received nasopharyngoscopic examination and a neoplasm was found in her nasopharynx and tonsil. The biopsy of the nasopharynx neoplasm was also performed and histopathologic findings indicated dense and diffuse infiltrated atypical lymphoid cells (Fig. [5](#F5){ref-type="fig"}A). The histoimmunostaining revealed that those atypical cells were CD56+ (Fig. [5](#F5){ref-type="fig"}B) and CD3++ (Fig. [5](#F5){ref-type="fig"}C). Therefore, the final diagnosis of NK/T-cell lymphoma nasal-type was made. Unfortunately, although the chemotherapy was given, the patient still died of multiple organs failure 1 month after her first visit.

![Small- to Medium atypical lymphoid cells show a diffuse proliferation (A). These cells are positve for CD56 (B) and CD3 (C). (A) Hematoxylin and eosin, (B, C) immunohistochemistry. All × 100.](medi-98-e14836-g005){#F5}

3. Discussion
=============

Extranodal NK/T-cell lymphoma nasal type is a highly aggressive malignant neoplasm, with only 25% to 50% of 5-year overall survival (OS) rate.^\[[@R9]\]^ In general, the median age is 40 to 58, and about 65% of patients are male. Nasal cavities, paranasal, sinuses, and upper aerodigestive tract are the most frequently affected sites, accounting for about 87% of total ENKL patients.^\[[@R10]\]^ Clinical features of ENKL are similar in many countries. According to previously reported ENKL cases with ocular involvement, the survival rate was grimmer, and the median survival period was only 4 months.^\[[@R8]\]^ In fact, ocular presentations as initial manifestation are not usual in ENKL patients, only a few cases were published. Ocular involvement in ENKL patients was mainly caused by the direct invasion of the paranasal sinuses.^\[[@R11],[@R12]\]^ Those ocular presentations could masquerade as many other diseases, such as uveitis,^\[[@R13]\]^ dacryoadenitis,^\[[@R6]\]^ orbital cellulitis, and so on.

The term masquerade syndrome is defined as those malignant diseases but mainly manifested as intraocular inflammation. It is always caused by primary ocular tumors such as retinoblastoma (RB), choroidal melanoma and intraocular lymphoma. Cancer cells metastases from other sites can cause masquerade syndrome too. The morbidity of binoculus masquerade syndrome is 64% to 83%. Common initial presentations are blurred vision, slowly-decreased vision or multiple floaters in front of the eye.^\[[@R14]\]^ Besides, there are some differences between the primary intraocular lymphoma (PIOL) and secondary intraocular lymphoma. PIOL is a subset of CNS lymphoma, and most of PIOL is diffuse large B-cell lymphoma. Posterior uveitis with posterior vitreous detachment, vitreous hemorrhage, and exudative retinal detachment are not rare in PIOL patients. Hormone treatment usually is useless. Most of the secondary intraocular lymphoma is T cell type and NK/T cell type and always cause anterior uveitis, vitreous inflammation or choroid detachment. Unlike the PIOL, the hormone therapy can slow down the progress in secondary intraocular lymphoma patients.

In our case, the patient\'s clinical manifestations presented at first mimicked chronic intraocular inflammation and led the clinicians to the misdiagnosis of anterior uveitis. The patient missed the best treatment time due to the wrong diagnosis. Incorrect or delayed diagnosis of uveitic masquerade syndromes (UMS) resulting from ENKL may cause severe consequences. Rothova et al^\[[@R15]\]^ followed 828 uveitis patients and forty of them were diagnosed with UMS. Among these UMS patients, malignancy was found in 19 of them. Notwithstanding, ophthalmologists only recognized malignancy in 11 of 19 patients (58%). Those data indicated that misdiagnosis of UMS is not an individual incident. Many patients have severe consequences because of their late or incorrect diagnosis conducted by clinical doctors. Therefore, awareness of clinical manifestations of ENKL and application of appropriate diagnostic procedures would promote timely diagnosis and treatment, which are especially important for the prognosis. For clinicians, especially ophthalmologist, it is important for them to recognize clinical manifestations of ENKL and make the right diagnosis at the very early stage.

ENKL is an aggressive lymphoma and should be treated with the same strategies as other lymphomas. Conventional anthracycline-containing regimens, such as cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP), showed no benefit to ENKL patients^\[[@R16]\]^ and thus are not optimal treatments for ENKL.^\[[@R17],[@R18]\]^ The 5-year OS rate of those patients with localized ENKL, treated by CHOP and followed with involved-field radiotherapy (RT) was less than 50%.^\[[@R19]\]^ Current guidelines recommended that the optimal treatment for newly diagnosed nasal ENKL patients with stage I and contiguous stage II disease is local radiotherapy. Furthermore, chemotherapy of L-asparaginase (L-asp) and/or non-MDR-related agents for newly diagnosed advanced ENKL patients is promising.^\[[@R20]\]^

Finally, we have learned from this case that if a rapidly progressive disease, such as ENKL, is suspected, the invasive biopsy should be done as early as possible. In addition, if the pathological analysis showed a negative result, another biopsy from the same site should be redone.
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